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Dear Sir: 



I, Alan Lewis, declare that: 

1. I am the same Alan Lewis named as an inventor on the 
above-referenced patent applieacion. 

2. I received my b.Sc. Honors Degree in Biological Sci 
in 1984 and my Ph.D in 1987 from the University of Leicester. 
From 1987-1990 1 conducted postdoctoral research in molecular 
biology at Wellcome Biotech. Since 1990, I have been employed 
a molecular biologist in the department of cell biology at the 
Wellcome Research Laboratories. In this position, my work has 
focused on carrying out fundamental research in immunochemistry 
using recombinant DNA technology for the purpooc of formulating 



new 



therapeutic antibody molecules. A copy of my curricul 



um 



vitae is attached 
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3 . I have read and understand the Office Action issued by 
the U.S. Patent and Trademark Office on May 27, 1994, in 
connection with this patent application. In paragraph ia of the 
Action, the examiner asserted that claims 1-14 , all of the claims 
pending in the application, stand rejected under 35 U.S.C. § 112, 
first paragraph, on the basis that the disclosure is not enabling 
for the use of the claimed invention as a diagnostic aid. wore 

specifically, the examiner stated that the specification does not 
teach how to use the antibodies made in accordance with the 
claimed invention as diagnostic aids, 

4. This application discloses and claims a process for the 
production of a recombinant primate antibody- As used in this 
application, "primate" encompasses humans, apes, old world 
monkeys, new world monkeys and prosimians. The process of the 
invention comprises selecting a cell line derived from a primate 
lymphocyte that is capable of expressing a desired antibody, 
isolating RNA from that cell line and separating mRNA from the 
other isolated RNA, synthesizing cDNA from the mRNA and inserting 

that cDNA into a cloning vector, transforming a host cell with 

the vector containing the cDNA in order to obtain a library, 
screening the library for cDNA which encodes the constant and 
variable regions of the heavy and light chains of nhe desired 

antibody, inserting that cDNA encoding the heavy and light chains 

into an expression vector, and then culturing the transfected 
host cell under antibody-producing conditions and then isolating 
the desired antibody. 

2 
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5. Persons of ordinary skill in the arc of immunology will 
be able co use che recombinant primate antibodies of this 
invention in various diagnostic assays absent specific 
instructions for doing so. Specifically/ one of skill in the art 
could replace in a radioimmunoassay (RIA) or an enzyme linked 
immunosorbent assay (ELISA) the currently used antibody which 
specifically recognizes a particular antigen with a recombinant 
primate antibody made in accordance with the teachings of this 
invention which specifically recognizes that antigen. As these 
immunoassay techniques are based upon the specific interaction of 
the antibody with the antigen to provide information about 
antigenic specificity, the recombinant antibody can be used 
interchangeably with the hybridoma -produced antibody. Producing 
the antibody recombinantly as taught in this application does not 
alter the antibody' s ability to bind to the antigen. 

6. For example, two diagnostic assays presently on the 
market include the Wellcozyme* anti-HAV (hepatitis A virus) 
immunoassay (VK34) and the HIV (Immunodeficiency Virus) 
immunoassay (VK56/57) , both of which are presently marketed by 

Murex Diagnostics. Both assays are ELISA assays which utilize a 
specific anti-viral antibody conjugated to the enzyme horseradish 
peroxidase to measure the quantity of either anti-HAV antibody or 

anti-HIV antibody present in serum samples using a standard 

competitive binding assay. A recombinant primate antibody 
prepared by the process taught in the present application from a 
lymphocyte cell line expressing a functional antibody with a 
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desired specificity for KAV or for HIV easily could be 



substituted for the KAV or 



antibodies presently used in these 



commercial assays- Such a substitution would require no more 
than routine experimentation to establish that the assay 
utilizing the recombinant primate antibodies of the present 
invention functioned reproducibly in the assay. 



7 . 



I further declare that all statements made herein of my 



own knowledge are true and that all statements made on 
information and belief are believed to be true; and further that 
these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine ox- 
imprisonment, or both, under Section 1001 of Title 18 of the 
United States Code, and that such willful false statements may 
jeopardize the validity of the application or any patent issued 
thereon* 





Date 
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